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We Claim: 



A compound of the formula (I) 



(R 1 V 




(L 2 ) n — R 4 

wherein 

a is an integer selected from 0 to 2; 

R 10 is selected from the groi)p consisting of d- 6 alkyl, aryl, C 3 - 
C 8 cycloalkyl, aralkyl, heteroaryl, heteroaryl-Ci_ 6 alkyl, heterocycloalkyl and 
heterocycloalky-Ci. 6 alkyl; wherein the aryl. cycloalkyl, aralkyl, heteroaryl or 
heterocycloalkyl group may be optionally substituted with one to four 
substituents independently selected from halogen, hydroxy, Ci-6alkyl, 
halogenated Chalky!, Ci-6alkoxy, halogenatedC^alkoxy, nitro, cyano, amino, 
Ci_4alkylamino, di(Ci^alkyl)amino, Ci_6alkylsulfonyl^Ci-6alkoxysulfonyl or 
halogenated Ci_ 6 alkylsulfonyl; 

X is selected from the group consisting of CH, C(C\-C 6 alkyl) and N; 

m is an integer selected from 0 and 1 ; 

L 1 is selected from the group consisting of Ci-C 6 alkyl; 

Y 1 is selected from the group consisting of C(O) and C(Sk 

R 1 and R 2 are each independently selected from the group consisting of 
hydrogen, Ci-C 6 alkyl, aryl, aralkyl, C 3 -C 8 cycloalkyl, C 3 -C 8 cycloalkyl-Ci.6alkyl, 
heteroaryl, heteroaryl-Ci- 6 alkyl, heterocycloalkyl and heterocycloalkyl-Gi. 6 alkyl; 
wherein the aryl, aralkyl, cycloalkyl, heteroaryl or heterocycloalkyl may o^ 
optionally substituted with one or more substituents independently selectee 1 

110 





ORT-1517 



£3 
Q 

SI 

ru 
m 



w 

ru 
ru 



from halogen, hydroxy, C-i-Cealkyl, d-C 6 alkoxy, halogenatedCi-C 6 alkyl, 
ialogenatedCi-C 6 alkoxy, nitro, cyano, amino, Ci-C 4 alkylamino, di(Ci- 
C4^lkyl)amino, heteroaryl or heterocycloalkyl; 

alternatively, R 1 and R 2 may be taken together with the nitrogen atom to 
5 which they are bound to form a five to six membered monocyclic ring structure 
selected f^m the group consisting of pyrrolidinyl, piperidinyl, piperazinyl, 
morpholinyl and thiomorpholinyl; 

Y 2 is selected from the group consisting of CH 2 , C(O), C(S) and S0 2 ; 
R 3 is selected from the group consisting of aryl, aralkyl, C 3 -C 8 cycloalkyl, 
10 heteroaryl, heterocyctfe^alkyl, C 3 -8cycloalkyl-Ci- 6 alkyl and heterocycloalkyl-Ci- 
6 alkyl; wherein the aryl, aralkyl, cycloalkyl, heteroaryl or heterocycloalkyl may 
be optionally substituted whh one of more substituents independently selected 
from halogen, hydroxy, Ci-Ce^lkyl, Ci-C 6 alkoxy, halogenatedCi-C 6 alkyl, 
halogenatedCi-C 6 alkoxy, nitro, cyano, amino, Ci-C 4 alkylamino, di(C-r 
1 5 C 4 alkyl)amino or -(L 2 ) n -R 4 ; 

n is an integer selected from (X and 1 ; 
L 2 is selected from the group consisting of Ci-C 8 alkyl, C 2 -C 8 alkenyl, C 2 - 
C 8 alkynyl, C(O), C(S), S0 2 and ( A )o-i— Qr"(B) 0 -i ; 

where A and B are each independently selected from Ci-C 6 alkyl, C 2 - 
20 C 6 alkenyl and C 2 -C 6 alkynyl; 

where Q is selected from the group consisting of NR 5 , O and S; 
where R 5 is selected from the group consisting of hydrogen, Ci-C 6 alkyl, 
aryl, aralkyl, C 3 . 8 cycloalkyl, heteroaryl, heterocycloalkyl, C(0)-Ci-C 6 alkyl, C(O)- 
aryl, C(0)-aralkyl, C(0)-heteroaryl, C(0)-heterocycloalkyl, S0 2 -Ci-C 6 alkyl, S0 2 - 
25 aryl, S0 2 -aralkyl, S0 2 -heteroaryl, S0 2 -heterocycloalkyl and -CHR 6 R 7 ; 

wherein the aryl, aralkyl, cycloalkyl, heteroaryl or heterocycloalkyl may 
be optionally substituted with one or more substituents independently selected 
from halogen, hydroxy, Ci-C 6 alkyl, Ci-C 6 alkoxy, halogenatedCi-Cealkyl, 
halogenatedCi-C 6 alkoxy, nitro, cyano, amino, Ci-C 4 alkylamino\or di(Ci- 
30 C 4 alkyl)amino; 

where R 6 and R 7 are each independently selected from theWoup 

consisting of hydrogen, Ci. 6 alkyl, aryl, aralkyl, C 3 -8cycloalkyl, heteroaryl, 
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heterocycloalkyl, C(0)-Ci_ 6 alkyl, C(0)aryl f C(0)-C 3 . 8 cycloalkyl, C(0)-heteroaryl 
^nd C(0)-heterocycloalkyl; wherein the aryl, aralkyl, cycloalkyl, heteroaryl or 
jrocycloalkyl may be optionally substituted with one or more substituents 
independently selected from halogen, hydroxy, CrC 6 alkyl, d-C 6 alkoxy, 
5 halogenatedCi-Cealkyl, halogenatedCi-C 6 alkoxy, nitro, cyano, amino, Ci- 
C 4 alkylaminbior di(Ci-C 4 alkyl)amino; 

R 4 is selected from the group consisting of aryl, aralkyl, C 3 -C 8 cycloalkyl, 
heteroaryl and heWocycloalkyl; wherein the aryl, aralkyl, cycloalkyl, heteroaryl 
or heterocycloalkyl mav be optionally substituted with one or more substituents 
10 independently selected from halogen, hydroxy, Ci-C 6 alkyl, C^Ce alkoxy, 
halogenatedCi-C 6 alkyl, haWjenatedCi-C 6 alkoxy, nitro, cyano, amino, Ci- 
C 4 alkylamino or di(Ci-C 4 alkyl)amino; 

provided that when a is 0; XNs CH; m is 1; L 1 is CH 2 ; R 3 is phenyl; n is 0; 

15 and R 4 is phenyl, wherein the phenyl group may be optionally substituted with 
one substituent selected from halogen, rivdroxy, Ci-C 6 alkyl, Ci-C 6 alkoxy, 
halogenatedCi-Cealkyl, halogenatedCi-C^lkoxy, nitro, cyano, amino, Ci- 
C 4 alkylamino or di(C r C 4 alkyl)amino, and wherein the R 4 group is bonded to 
the R 3 group in the para position; \ 

20 then R 1 and R 2 are each independently selected from the group 

consisting of hydrogen, C 2 -C 6 alkyl, aryl, aralkyl, C^Cscycloalkyl, C 3 - 
C 8 cycloalkyl-Ci- 6 alkyl, heteroaryl, heteroaryl-Ci. 6 alky|\heterocycloalkyl and 
heterocycloalkyl-Ci. 6 alkyl; wherein the aryl, aralkyl, cycloalkyl, heteroaryl or 
heterocycloalkyl may be optionally substituted with one ormore substituents 

25 independently selected from halogen, hydroxy, Ci-C 6 alkyl, Oi-C 6 alkoxy, . 
halogenatedCi-C 6 alkyl, halogenatedCi-C 6 alkoxy, nitro, cyano>amino, Ci- 
C 4 alkylamino, di(Ci-C 4 alkyl)amino, heteroaryl or heterocycloalky^ 

alternatively, R 1 and R 2 may be taken together with the nitrogen atom to 
which they are bound to form a five to six membered monocyclic rin^ structure 

30 selected from the group consisting of pyrrolidinyl, piperidinyl, piperaziityl, 
morpholinyl and thiomorpholinyl; ^ 
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provided further that when a is 0; X is N; m is 1 ; L 1 is CH 2 ; Y 2 is C(0)or 
C(S^; n is 1 ; L 2 is O; R 4 is phenyl, wherein the phenyl may be optionally 
substituted with one or more substituents independently selected from halogen, 
hydroxy, 6sr-C 6 alkyl, CrC 6 alkoxy, halogenatedCi-C 6 alkyl, halogenatedCi- 
C 6 alkoxy, nitrbL cyano, amino, Ci-C 4 alkylamino or di(Ci-C 4 alkyl)amino; and R 1 
and R 2 are each independently selected from the group consisting of hydrogen 
and C1-6alkyl; 

then R 3 is selected from the group consisting of aryl, aralkyl, C 3 - 
C 8 cycloalkyl, heteroaryl otnerthan thienopyridinyl, heterocycloalkyl, C 3 . 
8 cycloalkyl-Ci, 6 alkyl and heteracycloalkyl-Ci- 6 alkyl; wherein the aryl, aralkyl, 
cycloalkyl, heteroaryl or heterocydoalkyl may be optionally substituted with one 
of more substituents independently\elected from halogen, hydroxy, Ci-C 6 alkyl, 
Ci-C 6 alkoxy, halogenatedCi-C 6 alkyl, nalogenatedC-i-Cealkoxy, nitro, cyano, 
amino, Ci-C 4 alkylamino, di(Ci-C 4 alkyl)arhino or -(L 2 ) n -R 4 ; 

provided further that when a is 0; X is m is 1 ; L 1 is CH 2 ; Y 2 is C(O) or 
C(S); n is 0; R 1 and R 2 are taken together with t\e nitrogen to which they are 
bound to form pyrrolidinyl; and R 4 is pyridyl; 

then R 3 is selected from the group consisting\)f aryl, aralkyl, C 3 - 
C 8 cycloalkyl, heteroaryl, heterocycloalkyl other than tniazolidinyl; C 3 _8cycloalkyl- 
Ci. 6 alkyl and heterocycloalkyl-d-ealkyl; wherein the aryl\aralkyl, cycloalkyl, 
heteroaryl or heterocycloalkyl may be optionally substituted with one of more 
substituents independently selected from halogen, hydroxy^-Cealkyl, Ci-C 6 
alkoxy, halogenatedC-i-Cealkyl, halogenatedCi-C 6 alkoxy, nitro\cyano, amino, 
Ci-C 4 alkylamino, di(Ci-C 4 alkyl)amino or-(L 2 ) n -R 4 ; 



30 



provided further that when R 1 and R 2 are each independently^selected 
from the group consisting of hydrogen and Ci. 6 alkyl, or R 1 and R 2 arevtaken 
together with the nitrogen atom to which they are bound to form morpnolinyl or 
pyrrolidinyl; a is 0; X is N; m is 1 ; L 1 is CH 2 ; Y 2 is C(O) or C(S); n is 0; arid R 4 is 
phenyl, wherein the phenyl is optionally substituted with one or more \ 
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substituents independently selected from CrCealkyl, CrCealkoxy, 
halogenatedCi-C 6 alkyl, halogenatedCi-C 6 alkoxy or nitro; 

then R 3 is selected from the group consisting of aryl, aralkyl, heteroaryl, 
hf^terocycloalkyl, C 3 -8cycloalkyl-Ci- 6 alkyl and heterocycloalkyl-Ci. 6 aIkyl; wherein 
the aryl, aralkyl, cycloalkyl, heteroaryl or heterocycloalkyl may be optionally 
substituted with one substituent selected from halogen, hydroxy, Ci-C6alkyl, C-r 
C 6 alkoxy\halogenatedCi-C 6 alkyl, halogenatedCi-C 6 alkoxy, nitro, cyano, 
amino, Ci-Qglkylamino or di(C 1 -C 4 alkyl)amino; 

and pharmaceutical^ acceptable salts thereof. 



A compound as Claim 1 of the formula 

< ..... R ' 
N 
I 




(R 1 °)a 



wherein 
a is 0 to 1 ; 

R 10 is selected from the group consisting of Ci\C 4 alkyl and aralkyl; 
X is selected from the group consisting of CH, C(fnethyl) and N; 
m is an integer selected from 0 or 1 ; 
L 1 is selected from the group consisting of C1-C4 alkyl; 
Y 1 is C(O); \ 
R 1 and R 2 are each independently selected from the group consisting of 
hydrogen, Ci^alkyl, aryl, aralkyl, C 3 . 8 cycloalkyl-Ci-C4alkyl, heteroaryl and 
heterocycloalkyl; wherein the aryl, aralkyl or heteroaryl may be optionally 
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substituted with one to two substituents independently selected from halogen, 
hydroxy, C 1 -C 4 alkyl, Ci-C 4 alkoxy, trifluoromethyl, trifluoromethoxy, Ci- 
alkylamino, di(Ci-C 4 alkyl)amino or heterocycloalkyl; 

alternatively, R 1 and R 2 may be taken together with the nitrogen atom to 
which ft^ey are bound to form a five to six membered monocyclic ring structure 
selected rrom the group consisting of pyrrolidinyl, piperidinyl, piperazinyl, 
morpholinyl and thiomorpholinyl;Y 2 is C(O); 

R 3 is selected from the group consisting of aryl and heteroaryl; wherein 
the aryl or heteroaryl may be optionally substituted with one to two substituents 
independently selecteb^rom d-C 4 alkyl, trifluoromethyl or-(L 2 ) n -R 4 ; 
n is an integer selected from 0 or 1 ; 

L 2 is selected from the^roup consisting of Ci-C 6 alkyl, C 2 -C 6 alkenyl, C 2 - 
C 6 alkynyl and ( A )o-i — Q~ (B)o-v 

where A and B are each inal^pendently selected from Ci-C 4 alkyl; 

where Q is selected from the gt^up consisting of NR 5 , O and S; 

where R 5 is selected from the group consisting of hydrogen, Ci-C 4 alkyl, 
C(0)-Ci-C 6 alkyl f C(0)-aryl, C(0)-aralkyl, C(0)-heteroaryl, C(O)- 
heterocycloalkyl and -CHR 6 R 7 ; wherein the aryl, aralkyl, cycloalkyl, heteroaryl 
or heterocycloalkyl may be optionally substituted with one to two substituents 
independently selected from halogen, Ci-C 4 alkyl, Gi-C 4 alkoxy, trifluoromethyl, 
trifluoromethoxy, nitro, cyano, amino, Ci-C 4 alkylamino or di(Ci-C 4 alkyl)amino; 

where R 6 and R 7 are each independently selected from the group 
consisting of hydrogen, d^alkyl, aryl, aralkyl, C 3 -8cycloalkyl, heteroaryl, 
heterocycloalkyl, C(0)-C 1 . 6 alkyl, C(0)aryl, C(0)-C 3 - 8 cycloalkyi, C(0)-heteroaryl 
and C(0)-heterocycloalkyl; wherein the aryl, aralkyl, cycloalkyl\heteroaryl or 
heterocycloalkyl may be optionally substituted with one to two substituents 
independently selected from halogen, hydroxy, CrC 4 alkyl, Ci-C 4 alkoxy, 
trifluoromethyl, trifluoromethoxy, nitro, cyano, amino, Ci-C 4 alkylaminb or di(Ci- 
C 4 alkyl)amino; 

R 4 is selected from the group consisting of aryl, heteroaryl and 
heterocycloalkyl; wherein the aryl group may be optionally substituted with^one 
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to two substituents independently selected from halogen, hydroxy, d-C 4 alkyl, 
Ci_4alkoxy, trifluoromethyl or amino; 

provided that when a is 0; X is CH; m is 1 ; L 1 is CH 2 ; R 3 is phenyl; n is 0; 
and R\is phenyl, wherein the phenyl group may be optionally substituted with 
one substikient selected from halogen, hydroxy, CrC 4 alkyl, Ci-C 4 alkoxy, 
trifluorometnyl or amino, and wherein the R 4 group is bonded to the R 3 group in 
the para position; 

then R 1 and^R 2 are each independently selected from the group 
consisting of hydrogeh, C 2 -4alkyl, aryl, aralkyl, C 3 -8cycloalkyl-Ci-C 4 alkyl, 
heteroaryl and heterocycloalkyl; wherein the aryl, aralkyl or heteroaryl may be 
optionally substituted with one to two substituents independently selected from 
halogen, hydroxy, Ci-C 4 alkyl, Gi-CUalkoxy, trifluoromethyl, trifluoromethoxy, d- 
C 4 alkylamino, di(Ci-C 4 alkyl)amino or heterocycloalkyl; 

alternatively, R 1 and R 2 may oe taken together with the nitrogen atom to 
which they are bound to form a five to six membered monocyclic ring structure 
selected from the group consisting of pyrVqlidinyl, piperidinyl, piperazinyl, 
morpholinyl and thiomorpholinyl; 



provided further that when a is 0; X is N; mj is 1 ; L 1 is CH 2 ; Y 2 is C(O); n 
is 1; L 2 is O; R 4 is phenyl, wherein the phenyl may [^optionally substituted with 
one to two substituents independently selected from halogen, hydroxy, C r 
C 4 alkyl, Ci-C 4 alkoxy, trifluoromethyl or amino; and R 1 ar^d R 2 are each 
independently selected from the group consisting of hydrogen and C-i^alkyl; 

then R 3 is selected from the group consisting of aryl and heteroaryl other 
than thienopyridinyl; wherein the aryl or heteroaryl may be optionally 
substituted with one to two substituents independently selected from C r 
C 4 alkyl, trifluoromethyl or-(L 2 ) n -R 4 ; 

provided further that when R 1 and R 2 are each independently selected 
from the group consisting of hydrogen and Ci_ 4 alkyl, or R 1 and R 2 are tak^n 
together with the nitrogen atom to which they are bound to form morpholiny( 
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pyrrolidinyl; a is 0; X is N; m is 1 ; L 1 is CH 2 ; Y 2 is C(O); n is 0; and R 4 is phenyl, 
wherein the phenyl is optionally substituted with one or two substituents 
independently selected from d-C 4 alkyl, Ci-C 4 alkoxy or trifluoromethyl; 

then R 3 is selected from the group consisting of aryl and heteroaryl; 
wherein the aryl or heteroaryl may be optionally substituted with one 
substituent selected from Ci-C 4 alkyl or trifluoromethyl; 
and pharmaceutical^ acceptable salts thereof. 



3. A compound as in Claim 2 wherein 
10 X is selected from the group consisting of CH and N; 

m is 1 ; \ 



P R is selected from the group consisting of hydrogen and Ci_ 4 alkyl; 

Q R 2 is selected from the group consisting of Ci^alkyl, aryl, aralkyl, C 3 . 

\ 

fa scycloalkyl-Ci^alkyl and heteroaryl; wherein the aryl or aralkyl may be 



15 optionally substituted with one to.two substituents independently selected from 

^ halogen, hydroxy, Ci-C 4 alkyl, Ci-C 4 alkoxy, trifluoromethyl, trifluoromethoxy, 

5 \ 
fa di(Ci-C 4 alkyl)amino or heterocycloalkyl; 

alternatively, R 1 and R 2 may be taken together with the nitrogen atom to 

FU which they are bound to form a five to six membered monocyclic ring structure 

Q \ 

fa 20 selected from the group consisting of pyrrolidir^yl, piperidinyl and morpholinyl; 

R 3 is selected from the group consisting ofaryl and heteroaryl; wherein 
the aryl or heteroaryl may be optionally substituted\with a substituent selected 
from C<i-C 4 alkyl or trifluoromethyl; 

L 2 is selected from the group consisting of Ci-C 4 ^lkyl, C 2 -C 6 alkenyl, C 2 - 
25 C 6 alkynyl, NH-C^alkyl, Ci^alkyl-N^^alkyO-C^alkyl an\d^alkyl-N(C(0)Ci. 
4 alkyl)-Ci_ 4 alkyl; 

provided that when a is 0; X is CH; L 1 is CH 2 ; R 3 is phenyl; n is 0; and R 4 
is phenyl, wherein the phenyl group may be optionally substituted\with one 
30 substituent selected from halogen, hydroxy, CrC 4 alkyl, Ci-C 4 alkoxy, 

trifluoromethyl or amino, and wherein the R 4 group is bonded to the Regroup in 
the para position; 
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then R 1 is selected from the group consisting of hydrogen and C 2 ^alkyl; 
R 2 is selected from the group consisting of C 2 ^alkyl, aryl, aralkyl, C 3 . 
^scycloalkyl-C^alkyl and heteroaryl; wherein the aryl or aralkyl may be 
optionally substituted with one to two substituents independently selected from 
halogen^hydroxy, Ci-C 4 alkyl, Ci-C 4 alkoxy, trifluoromethyl, trifluoromethoxy, 
di(Ci-C 4 alkyl)amino or heterocycloalkyl; 

alternatively, R 1 and R 2 are taken together with the nitrogen atom to 
which they are^ound to form a five to six membered monocyclic ring structure 
selected from the^roup consisting of pyrrolidinyl, piperidinyl and morpholinyl; 



and pharmaceutical^ acceptable salts thereof. 

4. A compound as in ClainvS wherein 

R 10 is selected from the grofcip consisting of methyl and benzyl; 
L 1 is selected from the group consisting of CH 2 and CH 2 CH 2 ; 
R 2 is selected from the group consisting of -CH 2 -(3- 
trifluoromethylphenyl), -CH 2 -cyclohexyl, -CN 2 -(3,5-dimethoxyphenyl), -CH 2 -(4- 
trifluoromethylphenyl), -CH 2 -(3,5-ditrifluoromethylphenyl), 3- 
trifluoromethoxyphenyl, -CH 2 -(4-dimethylamino^enyl), phenyl, benzyl, 2- 
fluorophenyl, 4-fluorophenyl, 2,4-difluorophenyl, 2,6^-difluorophenyl, 4- 
hydroxyphenyl, 4-dimethylamino-phenyl, 2-pyridyl, 3-pyridyl, 4-pyridyl, 4- 
pyridyl-methyl, 4-morpholinyl-phenyl, 4-piperidinyl-phenyl, methyl, isopropyl, 4- 
methoxyphenyl, 4-trifluoromethylphenyl, 2-pyrimidinyl, 4-pyrimidinyl,5- 
quinolinyl, 6-quinolinyl, and 8-quinolinyl; 

alternatively, R 1 and R 2 are taken together with the nitrogen atom to 
which they are bound to form a five to six membered monocycli^ring structure 
selected from the group consisting of pyrrolidinyl, piperidinyl and morpholinyl; 

R 3 is selected from the group consisting of phenyl, methylphenyl, 
trifluoromethylphenyl, 4-oxazolyl and 3-(2-trifluoromethyl-furyl); \ 

L 2 is selected from the group consisting of 2- ^= , 3- ^ — , 

= , 5- " , 2- / , 3- / ,2- / \ , 3- / \ , 4- 
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, 2-CH2CH2, 3-CH2-CH2, 4-CH2-CH2, NH-CH 2 , CH 2 -N(CH 3 )-CH 2 , CH 2 - 
N(CH 3 )-CH 2 CH 2 , CH 2 -N(C(0)CH 3 )-CH 2 and CH 2 -N(C(0)CH 3 )-CH 2 CH 2 ; 
\ R 4 is selected from the group consisting of phenyl, 1-naphthyl, 2-pyridyl, 
3-pvridyl, 4-pyridyl, 3-hydroxyphenyl, 2-methylphenyl, 3-aminophenyl, 4- 
metn&xyphenyl, 4-chlorophenyl, 2-thienyl, 3-thienyl, 3,5-di(trifluoromethyl)- 
phenylM-imidazolyl, 2-benzimidazolyl, 1-pyrrolidinyl, 2-furyl and 2- 
tetrahydrcrfuryl; 

provided that when a is 0; X is CH; L 1 is CH 2 ; R 3 is phenyl; n is 0; and R 4 
is phenyl, 4-chlorophenyl, 3-hydroxyphenyl, 2-methylphenyl, 4-methoxyphenyl 
or 3-aminophenyl\and wherein the R 4 group is bonded to the R 3 group in the 
para position; \ 

then R 1 is selected from the group consisting of hydrogen and C2-4alkyl; 

R 2 is selected from the group consisting of -CH 2 -(3- 
trifluoromethylphenyi), -CH 2 -cyclohexyl, -CH 2 -(3,5-dimethoxyphenyl), -CH 2 -(4- 
trifluoromethylphenyl), -CH 2 -(3,5-ditrifluoromethylphenyl), 3- 
trifluoromethoxyphenyl, -CH 2 -C4-dimethylaminophenyl), phenyl, benzyl, 2- 
fluorophenyl, 4-fluorophenyl, 2,4Vdifluorophenyl, 2,6-difluorophenyl, 4- 
hydroxyphenyl, 4-dimethylamino-phenyl, 2-pyridyl, 3-pyridyl, 4-pyridyl, 4- 
pyridyl-methyl, 4-morpholinyl-phenyl\4-piperidinyl-phenyl, isopropyl, 4- 
methoxyphenyl, 4-trifluoromethylphenyL 2-pyrimidinyl, 4-pyrimidinyl,5- 
quinolinyl, 6-quinolinyl, and 8-quinolinyl;\ 

alternatively, R 1 and R 2 are taken together with the nitrogen atom to 
which they are bound to form a five to six membered monocyclic ring structure 
selected from the group consisting of pyrrolidinyl, piperidinyl and morpholinyl; 

and pharmaceutical^ acceptable salts thereof. 

5. A compound as in Claim 4 of the formula \ 
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herein 

R 2 is selected from the group consisting of-CH 2 -(3- 
trifluorometlwlphenyl), -CH 2 -cyclohexyl, -CH 2 -(3,5-dimethoxyphenyl), -CH 2 -(4- 
trifluoromethyl^henyl), -CH 2 -(3,5-ditrifluoromethylphenyl), -CH 2 -(4- 
dimethylaminoplrenyl), phenyl, 2-fIuorophenyl, 4-fluorophenyl, 2,4- 
difluorophenyl, 2,6-difluorophenyl, 3-trifluoromethylphenyl, 4- 
trifluoromethylphenylM-hydroxyphenyl, 4-methoxyphenyl, benzyl, 3-pyridyl, 4- 
pyridyl, 2-pyrimidinyl, 4^>yrimidinyl, 5-quinolinyl, 6-quinolinyl, 8-quinolinyl, 4- 
(dimethylamino)-phenyl f 4\piorpholinyl-phenyl, 4-pyridyl-methyl, and 4- 
piperidinyl-phenyl; 

L 2 is selected from the cfrpup consisting of 2- ^= , 3- 



,2- 




./™\ 



4- = ,5- = 

3- / \ , 2-CH 2 CH 2 , 3-CH 2 -CH 2 , 4-CH 2 -CH 2 , NH-CH 2 , 4-(CH 2 -N(CH 3 )-CH 2 ), 

4- (CH 2 -N(CH 3 )-CH 2 CH 2 ), 4-(CH 2 -N(C(0)^H3)-CH 2 ) and 4-(CH 2 -N(C(0)CH 3 )- 
CH 2 ); 

R 4 is selected from the group consisting of phenyl, 3-phenyl; 5-phenyl, 4- 
chlorophenyl, 3-hydroxyphenyl, 3-(2-methylphenyl), 3-(3-aminophenyl), 2- 
pyridyl, 3-pyridyl, 3-(3-pyridyl), 4-pyridyl, 3-(3-thierWl), 3,5- 
di(trifluoromethyl)phenyl, 1-pyrrolidinyl, 2-furyl, 1-naphthyl, 2-thienyl, 1- 
imidazolyl, 2-benzimidazolyl and 2-tetrahydrofuryl; 

and pharmaceutical^ acceptable salts thereof. 



6. A compound as 




of the formula 



# 
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(R 1 °)a 



^R 3 : (L 2 ) n R 4 



wherein; 

R 1 is selectecKfrom the group consisting of hydrogen and methyl; 
R 2 is selectedrfroinrthe^ consisting of isopropyl, phenyl, 2- 
fluorophenyl, 4-fIuorobh^yU^ 2,6-difluorophenyl, 3-pyridyl, 1- 

pyrrolidinyl, 4-dimethylami^phei^>and 4-morphoIinyl-phenyl; 

retaken together with the nitrogen atom to 



alternatively R 1 andR 2 
which they are bound to form a fiye to six membered ring structure selected 
from the group consisting of 1 -pyrrolidinyl, 1-piperidinyl and 1-morpholinyl; 

R 3 is selected from the group consisting of phenyl and 3-(2- 
trifluoromethyl-furyl); 

n is an integer from 0 to 1 ; 

L 2 is selected from the group consisting of 2- ^= , 3- 




, 3-CH 2 -CH 2 and NH-CH 2 > 
R 4 is selected from the group consisting of phWiyl, 4-methoxyphenyl, 4- 
chlorophenyl, 2-pyridyl, 3-pyridyl, 4-pyridyl and 3,5-di(^luoromethyl)phenyl; 
and pharmaceutically acceptable salts thereof. 



7. A compound as in Clairfi^selected from the group consisting of 
A/-phenyl-1-[3-(2-pyridinylethynyl)benzoyl]-4-piperidineacetamide; 
A/-(2,4-difluorophenyl)-1-[3-(2-pyTOii^ylethynyl)benzoyl]-4- 

piperidineacetamide; 
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A/-phenyl-4-[2-[(E)-2-(2-pyridinyl)ethenyl]benzoyl]-1- 
piperazineacetamide; 
\ A/-phenyl-4-[3-(2-pyridinylethynyl)benzoyl]-1-piperazineacetam 
\ A/-(4-hydroxyphenyl)-1-[3-(2-pyridinylethynyl)benzoyl]-4- 
p i pe rid iK) eaceta m id e ; 

ancl pharmaceutically acceptable salts thereof. 

8. A compound as in Claim 4 of the formula 



O 




X is selected from the groupVonsisting of CH and N; 

R 2 is selected from the group consisting of phenyl, 4-hydroxyphenyl, 2- 

fluorophenyl, 4-fluorophenyl, and 2,4-dmiJorophenyl; 

\ • /=\ 
L 2 is selected from the group consisting of 3- = , 4- * x , 2- 

3-^ ^ , 4-/ ^ , 4-(CH 2 -N(Vl3)-CH 2 CH2), 4-(CH 2 -N(CH 3 )- 
CH 2 ) and 3-NH-CH 2 ; \ 

R 4 is selected from the group consisting of 2^pyridyl, 4-pyridyl, 4- 
pyrrolidinyl, 2-furyl, 1-naphthyl and 3,5-di(trifluoromethyl)phenyl; 
and pharmaceutically acceptable salts thereof. \ 

9. A compound as in Claim 8 wherein X is CH; R 2 is pnfenyl; L 2 is 3- 
— ^= — ; R 4 is 2-pyridyl and pharmaceutically acceptable salts thereof. 
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10. A pharmaceutical composition comprising a pharmaceutical^ acceptable 
carrier and a compound of Claim 1 . 

1\. A pharmaceutical composition made by mixing a compound of Claim 1 
and\ pharmaceutical^ acceptable carrier. 



a 

Q 
Q 

M 
IU 

m 
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12. A dtpcess for making a pharmaceutical composition comprising mixing a 
compound o\Claim 1 and a pharmaceutical^ acceptable carrier. 

10 13. A method 6f treating a nervous system disorder in a subject in need 
thereof comprising administering to the subject a therapeutically effective 
amount of the compound of Claim 1 . 

14. The method of Claim \0, wherein the nervous system disorder is 
15 selected from the group consisting of depression, dementia, schizophrenia, 

bipolar disorders, anxiety, emesis^cute pain, neuropathic pain, itching, 
migraine and movement disorders. 

15. A method of treating nervous systeh^a disorder in a subject in need 
20 thereof comprising administering to the subjeqt a therapeutically effective 

amount of the composition of Claim 10. 



16. A method of treating a nervous system disordersselected from the group 
25 consisting of depression and anxiety in a subject in needyiereof comprising 

administering to the subject a therapeutically effective amount of the compound 
of Claim 1. 



17. A method of treating a nervous system disorder selected Yrom the group 
30 consisting of depression and anxiety in a subject in need thereof comprising 
administering to the subject a therapeutically effective amount of th< 
pharmaceutical composition of Claim 10. 
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18. A method of treating a nervous system disorder selected from the group 
consisting of depression^nd anxiety in a subject in need thereof comprising 
administering to the subject atherapeutically effective amount of the compound 
of Claim 9. 
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